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International application No. 
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International publication date (day/month/year) 

Not yet published 


Priority date (day/month/year) 
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ISIS PHARMACEUTICALS, INC. et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR", in the right-hand column, the priorir/ 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a} or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk*) appearing next to a date of receipt in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 17.1(a) or (b). In such a case, the attention 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1 (a) or (b), respectively. In such a case, the attention of ttte applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 
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Applicant's or agent's file reference 

RTSP-0037 


IMPORTANT NOTIFICATION 


International application No. 
PCT/US99/30653 


International filing date (day/month/year) 
23 DECEMBER 1999 


Priority Date (day/month/year) 
19 JULY 1999 


Applicant 

ISIS PHARMACEUTICALS, INC. 



1 . The applicant is hereby notified that this International Preliminaiy Examining Authority transmits herewith the 
international preliminary examination report and its annexes, if any, established on the international application. 

2. A copy of the report and its annexes, if any. is being transmitted to the International Bureau for communication 
to all the elected Offices. 

3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of 
the report (but not of any annexes) and will transmit such translation to those Offices. 



4. REMINDER 



The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices)(Article 
39(l))(scc also the reminder sent by the International Bureau with Form PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 
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Box PCT 

Washington. D.C 20231 
Facsimile No. (703) 305-3230 




Authorized offtj^r^ JU^L<^^ 
SEANMCGARRY 

Telephone No. (703) 30^0196 



Form PCT/I PEA/4 16 (July 1992)* 



INTERNATIONAL SEARCH REPORT 



IntemBtional application No. 
PCTAJS99/30653 



A. CLASSIFICATION OF SUBJECT MATTER 

IPCC7) :C07H 21A>4: C12N 15/00: C12Q 1/68 

US CL : 435/6. 91. 1. 91 J; 536«3.I, 24.1. 24 J 
According to International Patent Classificatioo (IPC) or to both natioaal classtfieation and IPC 


B. FIELDS SEARCHED 


Minimum documeotation searched (dassificatioo system followed by classjficatioo symbols) 
U.S. : 435/6. 91.L 913; S36/23.L 24.1. 24J 


Documentation searched other than minimam documentation to the extent that such documenU are included in the fields searched 
NONE 


Electronic data base consulted during the international search (name of data base and. where practicable, search tenns used) 
WEST. MEDLINE. CAPLUS. EMBASE. BIOSIS. SCISEARCH 










C. DOCUMENTS CONSIDERED TO BE RELEVANT 


Categoiy* 


Citatinn nf docuine!!!, unrtt ind'CStio!!, v/hiTZ spp!^pr!£t£. of ih: r:!?vant p2££2gc5 


P.tlcvant to cliin: No. 


Y 


WO 96/18641 Al (YEDA RESEARCH AND DEVELOPMENT 
CO. LTD.) 20 June 1996, see entire document. 


1. 2, 5-15 


Y 


WO 96/31603 A2 (THE REGENTS OF THE UNIVERSITY OF 
MICHIGAN) 10 October 1996, sec entire document. 


1, 2, 5-15 


Y 


MICHEAU at al. Fas Ligand-Independent. FADD-Mediated 
Acuvation of the Fas Death Pathway by Anticancer Drags. The 
Journal of Biological Chemistry. 19 March 1999, Vol. 274, No. 12, 
pages 7987-7992, see entire document. 


1, 2, 5-15 


1 1 Further documents are listed in the continuation of Box C. | | See patent family annex. 


* Spactil catagoriM of dtmi documaon: 

*A* docinMtdafinmsdMsananlttataofllManwhMfaniiotccmndcrad 
lo be or panicular rclavanca 

'E* cartier document pttblwbed on or after the mtemauonal filing data 

*L* doonnciM which nay throw doubti on priority cUim(t) or which ti 
cited to esubliah the pubtkation data of anMher etutioii or oihar 
■pacial fcaaoa (a* apaciried) 

*0* docmant raraning to an oral dbeloaura. tna. «Khibiiion or oihar 

*P* doeuncnt pubii»bcd prior to the international filing date but later than 
the pnority date cUimed 


'T* later doeumcat publiabed after the international Tiling date or priority 
data and not in conflict wtdi the application but cited lo tnderBtand 
tha principle or theory underlying the invention 

*X* document of panicular relevance: the claimed invention cannot be 
omsidcred novel or cannot be considered lo involve an inventive itep 
when the document n taken alone 

*y* document of particular relevance; (he ctained invenuon cannot be 
coiuidercd to involve an inventive ttep when the doeunem is 
combined with one or more other such documents, such combination 
bamg obvious lo a panon tkillcd in the ait 

*&* document member of the same patent family 


Date of the actual completion of the international search 
23 FEBRUARY 2000 


Date of mailing of the international search report 

08 MAR 20J90 


Name and mailing address of the ISA/US 
Cooimissioner of Patents and Traitonaikt 

Box PCX 

Washington. D.C. 20231 
Facsimile No. (703) 305-3230 


Authorized "^^^J/^l^l^^^^ - 

sean^jxSar!^ ' A 

Telephone 1^. (703) 308-0 196 



Form I>CT/ISAy210 (second sheetXiuly 1992)* 



>ATENT COOPERATION TREAT 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 
(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 

RTSP-0037 


FOR FURTHER ACTION . Notification of Transmittol of Imemational 
Preliminary Examination Report (Form PCT/lPEA/416) 


International application No. 
PCT/US99/30653 


International filing date (day/month/year) 
23 DECEMBER 1999 


Priority date (day/month/year) 
19 JULY 1999 


International Patent Classification (IPC) or national classification and IPC 
Please See Supplemental Sheet. 


Applicant 
ISIS PHARMACEUTICALS. INC. 



1. This international preliminarj' examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of sheets. 

I I This lepoit is also accompanied by ANNEXES, i.e.. sheets of the description, claims and/or drawings which have 
^— ^ been amended and are the basis for this report and/or sheets containing rectifications made before this Authority, 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 0 sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 



I 


[3 


II 


□ 


III 


□ 


IV 


□ 


V 




VI 


□ 


VII 


□ 


VIII 


□ 



citations and explanations su{^rting such statement 



Date of submission of the demand 
12 FEBRUARY 2001 


Date of completion of this repon 
14 MARCH 2001 


Name and mailing address of the IPEA/US 

Commissioner of Patents and Trjdemarks 
Box PCT 
. Washington. D.C. 2023 1 

Facsimile No. (703) 305-3230 


Authorized offij/er /I ll / / / 

SEAN MCGARRY^^^^ ^ 

Telephone No. (703) 30|/oi96 



Form PCT/IPEA/409 (cover sheet) (July 1998)* 



[NTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US99/30653 



I. Basis of the report 



1. Widi regard to the etements of the international application:* 
^xj the international application as originally filed 
the description: 

nflo**« 1-81 



pages . 
pages , 
pages. 



NONE 



, as originally filed 

, filed with the demand 



NONE 



, filed with the letter of 



the claims: 

pages 82-83 

pages NONE 

pages NONE 

pages — 



, as originally filed 

, as amended (together with any statement) under Article 19 
, filed with the demand 



NONE 



. filed with the letter of 



the drawings: 



pages 
pages , 
pages 



NONE 



NONE 



, as originally filed 

, filed with the demand 



NONE 



fx] the sequence listing part of the description: 
pages I'^^ 



filed with the letter of 



pages . 
pages , 



NONE 



, as originally filed 

, filed with the demand 



NONE 



, filed with the letter of , 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I the language of a translation furnished for the purposes of international search (tmder Rule 23.1(b)). 
I I the language of publication of the international application (imder Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminaiy e?camination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

[E\ contained in the international application in printed form. 

I j filed together with the international application in computer readable form. 

I x| furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

HThe statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
iniemational application as filed has been fumished. 

The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
' — ' been flimished. 

4 S amendments have resulted in the cancellation of: 

S the description, paRcs ^O^^ 

the claims, Nos. NONE 

fxl the drawings, sheets^ NONE 



5 This report has been drawn as if (some of) the amendjnents had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Oj^ce in response to an invitation under Article 14 are referred to 
in this report as 'originally filed' and are not annexed to this report since they do not contain amendments (Rules 70.16 
and 70.17), 

**An\ replacement sheet containing such amendments must be referred to tmder item I and annexed to this report. 
Form PCT/IPEA/409 (Box I) (July 1998)* 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US99/30653 



V. Reasoned statement under Article 35(2) with regard to novelty. Inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. statement 

Novelty (N) Claims 1:16 YES 

Claims NONE NO 

Inventive Step (IS) Claims 1-16 YES 

Claims NONE NO 

Industrial Applicability (lA) Claims 1-16 YES 

Claims NONE NQ 



2. citations and explanations (Rule 70.7) 



Claims 1-16 meet the criteria set out in PCT Article 33(2)-(4). because the prior art does not leach or fairly suggest the 
speciHc antisense sequences claimed. WO 96/18641. WO 96/31603, and Micheau et al (The J. of Biological Chem. Vol. 
274. No. 12, pages 7987-7992, 3/1999 all teach antisense oligonucleotides to FADD but these references do not teach or 
fairly suggest the specific antisense sequences of the instant invention. 



NEW CITATIONS 

NONE 



Form PCT/lPEA/409 (Box V) (July 1998)* 



INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US99/30653 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: Boxes I - VIII 



Sheet 10 



CLASSIRCATION: 

The International Patent Classification (IPC) and/or the National classification are as listed below: 
IPC(7): C07H 21/04; CI2N 15/00; C12Q 1/68 and US CI.: 435/6. 91.1. 91.3; 536/23.1. 24.1. 24.5 



Form PCT/IPEA/409 (Supplemental Box) (July 1998)* 



